In addition to its effect on Trichomonas vaginalis, metronidazole has also been found to be active against the organisms causing Vincent's gingivitis. This has raised the question of its possible action on Treponema pallidum, although Scott-Gray and Murrell (1961) found that a short course of 1-8 g. given over 48 hours did not affect a case of primary syphilis, and Yobs, Clark, and Schroeter (1966) found that large doses did not affect the course of syphilis in rabbits infected with the Nichols strain of Trepomena pallidum. Davies (1967) 
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In addition to its effect on Trichomonas vaginalis, metronidazole has also been found to be active against the organisms causing Vincent's gingivitis. This has raised the question of its possible action on Treponema pallidum, although Scott-Gray and Murrell (1961) found that a short course of 1-8 g. given over 48 hours did not affect a case of primary syphilis, and Yobs, Clark, and Schroeter (1966) found that large doses did not affect the course of syphilis in rabbits infected with the Nichols strain of Trepomena pallidum. Davies (1967) , however, has reported that doses of 2 to 4 g. daily caused the disappearance of Treponema pallidum from the lesions of six patients with secondary syphilis with subsequent healing of the lesions; smaller doses were without effect. Davies, McFadzean, and Squires (1964) 
Results
The results of the in vitro tests and polarographic estimations are summarized in the Table (overleaf) .
The concentration of metronidazole producing 50 per cent. immobilization of treponemes was found to be 3 -6, 3 -6, 4-1, and 9 * 5 ,ug./ml. in four experiments (mean 5 * 2 ,ug./ml.). The results of the in vitro tests on the patients' sera showed only fair agreement with the polarographic estimations, but undiluted serum from eight of the patients immobilized 50 per cent. or more of the treponemes and in six of these sera the metronidazole content of the sera was 5 ,tg./ml. or more by polarography. No metronidazole was found in any of the pre-treatment sera. A review of the patients' records showed that serological tests for syphilis were negative in twelve at periods of 6 weeks to 9 months after treatment; eight patients ceased to attend before this investigation was carried out. No clinical evidence of syphilis was found, but one patient, who was pregnant, was found to be a contact of a patient with primary syphilis 6 weeks after treatment with metronidazole. She was sero-negative and showed no clinical evidence of infection, but was treated with penicillin as a precautionary measure.
To assess the effect of metronidazole on early syphilis in the dosage currently used Allowing for the added treponeme suspension, the sera were tested at a dilution of 1 in 2. Some immobilization of trepomenes was evident while the patient was receiving metronidazole but as stated above this was not associated with healing and actively motile treponemes persisted in the lesion throughout treatment. Discussion In assessing the possible effect of therapeutic doses of metronidazole for trichomoniasis on Treponema pallidum, both the serum concentration and the time for which it is maintained need to be considered. In the experimental model, a concentration of 5 * 2 ,ug./ml. maintained for 18 hours immobilized 50 per cent. of treponemes. It is not known whether immobilization under these conditions means that the organisms are killed, as happens in the TPI test. Rodin, King, Nicol, and Barrow (1960) found serum levels of 2 7 to 13 ,ug./ ml. between the third and seventh days of treatment in nine patients given 200 mg. metronidazole three times daily for 7 days. Seven of these patients had serum levels of 5 jig./ml. or more. Figures published by Kane, McFadzean, Squires, King, and Nicol (1961) on the serum levels attained in twelve patients after a single dose of 200 mg. showed mean levels attained of 4 * 8 and 4 * 5 tLg./ml. after 1 and 2 hours respectively, falling to 0-8 ,ug./ml. after 24 hours. Estimations on the serum of a single patient who was given three doses of 200 mg. at 4-hourly intervals showed concentrations of 4* 6 to 7*4 jig./ml. between 4 and 9 hours after the initial dose and of 3-6 F±g./ml. after 24 hours. From these results it seems possible that patients receiving this standard dosage over a week for the treatment of trichomoniases may develop concentrations of the drug which can affect Treponema pallidum. These may be reached only intermittently, and it seems unlikely that with this low dosage a concomitant syphilitic infection would be masked or aborted.
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